**PURPOSE:** Craniosynostosis, the premature fusion of cranial sutures, has increased in both prevalence and incidence as reported by international studies.^1,2^ To our knowledge, no recent studies have evaluated increasing incidence in the United States; therefore, we sought to evaluate if there was a significant increase in our national incidence of craniosynostosis. Methotrexate, a folic acid antagonist, has been associated with an increase in craniosynostosis.^3^ There has been a decrease in the incidence of cleft anomalies following the implementation of the folic acid supplementation program in 1998 within the United States. Both of these anomalies seem affected by folate. We hypothesize that there is a reciprocal relationship between cleft and craniosynostosis and seek to investigate the theory that as folate supplementation penetrates the population, we see a gradual increase in the incidence of craniosynostosis.

**METHODS AND MATERIALS:** The National Inpatient Sample Database was consulted to identify infants born with craniosynostosis between 2004 and 2013. Data were collected from the US Center for Disease Control and Prevention, including incidence of influenza virus infection according to year and month. Using multivariable logistic regression, we examined the relationship between craniosynostosis and the independent variables month and year. We then utilized mixed-effects logistic regression to estimate the odds ratio of occurrence of craniosynostosis in relation to previous months' flu incidence. *E* values were calculated to evaluate for unmeasured confounders.

**RESULTS:** In 2004, there were 4,110 infants born with craniosynostosis, which increased to 6,155 infants in 2013. A statistically significant increase in the incidence of craniosynostosis within the United States was found (odds ratio of 1.57 in 2013; *P* \< 0.001). Mixed-effects logistic regression revealed a lower incidence of craniosynostosis associated with an increased incidence of influenza infection. *E* values for national incidence of craniosynostosis and association with influenza incidence were 2.51 and 11.6, respectively.

**CONCLUSIONS:** To our knowledge, this is the first study demonstrating a significant increase in the national incidence of craniosynostosis in the United States, which we believe may be a result of folic acid supplementation penetrating the population. We also report for the first time a decreased incidence of craniosynostosis in association with influenza incidence, which support our hypothesis of a possible inverse relationship with cleft, as maternal influenza during pregnancy demonstrates increased incidence of cleft anomalies.^4^ We are further investigating the relationship between cleft and craniosynostosis at this time to uncover a mechanism that might explain this relationship.
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